




























Presenter
Presentation Notes
Local anesthetic trials were highly variable. They involved wound infiltration (9 of 20 articles, two of those with continuous subcutaneous infusion), peripheral nerve blocks (5 of 20 articles), and epidural blocks (4 of 20 articles, only one of those with continuous infusion). Some involved single injection, others involved continuous infusions.




----------------------------
Among the entire group of 85 clinical trials, 62 reported pain
scores. Mean pain scores were 2.3 ± 1.5 in the study drug arms
and 3.4 ± 1.2 in the control arms (P < 0.001).
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Presentation Notes
I know this is a lot but we can decide which ones to present and how to de it. 
Trials using intrathecal or epidural opioids as the study drug gave the largest effect sizes and highest efficacy to burden relationships. 
Overall, time to first rescue seems to be an outcome with high assay sensitivity in single-dose opioid studies.

Although time to rescue showed good assay sensitivity for opioid sparing, trials using this endpoint had higher pain scores in control groups compared with trials using the other primary opioid sparing endpoints.
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Presentation Notes
Overall the degree of opioid-sparing effect of NSAIDs varied considerably.
Overall, total opioid dose in milligram per kilogram per hour seems to be the opioid-sparing outcome with the highest assay sensitivity for NSAID trials




Presenter
Presentation Notes
General conclusions were (1) rectal acetaminophen showed greatest effect size in all three measures at doses of 40 or 60 mg/kg, and variable effects at lower doses; and
 (2) only one oral and two IV acetaminophen studies met full inclusion criteria for this review; effect size using IV acetaminophen was strongly  influenced by study methodology

Overall, for acetaminophen trials, total opioid dose in milligram per kilogram per hour seems to be the outcome with the highest assay sensitivity, yet due to low number of studies, these results should be considered preliminary.





Immediate Rescue Designs in
Neonate-Age 2 Analgesic Trials:

e Replicate the previous work
— Update search from 2013 to date
— Focus on neonates to <2 years of age

e Similar Inclusion criteria
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Presentation Notes
Thank you Dr. Donado. Together with our group of excellent interns, we are currently conducting an update of the 2015 paper reported on by Dr .Donado, which will be a systematic review and network MA  focusing on neonates and patients up to 2 years of age


Immediate Rescue Designs in
Neonate-Age 2 Analgesic Trials:

e Expanded to included head-to-head /add-on comparisons

Placebo control: Add-on: Head —to-Head:
Group 1 -> Active Med A Group 1 -> Active Med A Group 1 -> Active Med A
Group 2 -> Placebo Group 2 -> Active Med A + Active med B Group 2 -> Active Med B

Immediate rescue available to all groups

e Use of Network Meta-Analysis to compare the clinical
effectiveness of these three types of studies
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Presentation Notes
However, In contrast to the 2015 paper, we will not only be including placebo controlled trials but expand to include head to head and add-on comparisons

As examples of the three types of studies examining the effectiveness of NSAIDS in Inguinal hernia repair
The Placebo controlled trial would include one group reieving Ibuprofen and the control group recieving placebo
In the add-on study: Both groups would receive acetaminophen and one group would additionally receive ibuprofen
Finally, a head-to-head trial could compare patients receiving Ibuprofen to those recieving Ketorolac

Rescue medication will be given to all groups and sparing of rescue medication is a primary outcome

We can then use NMA to include both the direct and indirect comparisons of ibuprofen in assessing it’s clinical effectiveness.


Identification

Eligibility

Boston Children’s

Records identified through
database searching and screened
(n=3,567)

y

Full-text articles assessed for
eligibility
(n=242)

v

Records excluded from the abstract
(n=3,325)

Full-text articles excluded, with reasons
(n=227)
Age group no relevant: 83
No standardized rescue med: 20

Primary data extraction
(n=20)

Non-relevant study design: 93
No analgesic group of interest: 20
Other: 11

v

v

Intervention:
Opioids*

Control trial
5
Head-to-Head
5

Intervention:
NSAIDs*

Control trial
0
Head-to-Head
0

Intervention:
Local Anesthetics*

Intervention:
Acetaminophen*

Control trial Control trial
5 2
Head-to-Head Head-to-Head
3 6

5 from 2015 paper

45% (n=9) are head-to-head studies
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Trends in Pediatric Postoperative Care from 2009 - 2021.:
Challenges for Analgesic Trials

 Enhance Recovery After Surgery (ERAS) Protocols, Treatment Bundles

* Greater emphasis on minimizing opioid exposure, reduced use of opioid
infusions, lower starting opioid infusion rates

e Rapidly increasing use of regional anesthesia, especially with ultrasound
guided peripheral/plexus blocks and catheters

 Widespread practice of scheduled acetaminophen and NSAID as basal
analgesic regimen
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Conclusions

 Immediate rescue designs and add-on designs have some favorable
pragmatic advantages for neonatal-age 2 trials, and they are being used
widely for analgesic trials.

e Current trends in care, including round-the-clock use of acetaminophen-
NSAID combinations, wide use of regional anesthesia, and greater
avoidance of opioids have implications for design of neonatal-pediatric
trials.

 With wider use of add-on and head-to-head trials in neonatal — age 2 trials,
is there a role for network meta-analysis for judging clinical effectiveness?
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